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(2) Labeling. It shall be labeled in ac-
cordance with the requirements of
§ 432.5 of this chapter.

(3) Requests for certification; samples.
In addition to complying with the re-
quirements of § 431.1 of this chapter,
each such request shall contain;

(i) Results of tests and assays on:
(A) The azithromycin used in making

the batch for potency, moisture, pH,
residue on ignition, heavy metals, spe-
cific rotation, crystallinity, and iden-
tity.

(B) The batch for content, moisture,
pH, and identity.

(ii) Samples, if required by the Direc-
tor, Center for Drug Evaluation and
Research:

(A) The azithromycin used in making
the batch: 10 packages, each containing
approximately 1,000 milligrams.

(B) The batch: A minimum of 30
packages.

(b) Tests and methods of assay—(1)
Azithromycin content. Proceed as di-
rected in § 452.60(b)(1), preparing the
dissolving solvent and sample solution
and calculating the azithromycin con-
tent as follows:

(i) Dissolving solvent. Dissolve 2.2
grams of potassium phosphate
monobasic in 1,590 milliliters of
ultrapure deionized or high-perform-
ance liquid chromatographic-grade
water. Add 600 milliliters of 2-propanol,
480 milliliters of ethanol, and 330 milli-
liters of acetonitrile, adjust to pH 8.4
with 10M potassium hydroxide and
shake on a reciprocating shaker for 30
minutes. The dissolving solvent is
0.01M monobasic potassium phos-
phate:2-propanol:ethanol:acetonitrile
(53:20:16:11, by volume).

(ii) Preparation of sample solution.
Quantitatively transfer the contents of
one package into a 500-milliliter volu-
metric flask. Add about 350 milliliters
of dissolving solvent and shake on a re-
ciprocating shaker for 30 minutes. Di-
lute to volume with dissolving solvent,
stopper the flask, and mix well. Place
40 milliliters of the resulting suspen-
sion into a suitably sized centrifuge
tube. Stopper the tube and centrifuge
the suspension (about 20 minutes at
1,000 revolutions per minute). Pipet 10.0
milliliters of the diluted solution into
a 50-milliliter volumetric flask and di-
lute to volume with mobile phase (de-

scribed in § 452.60(b)(1)(i)). Pipet 2.0 mil-
liliters of the diluted solution into a 50-
milliliter volumetric flask and dilute
to volume with mobile phase. The final
dilution of the sample and standard
must be identical. The final concentra-
tion of azithromycin in the sample so-
lution is 0.003 milligram per milliliter
(estimated).

(iii) Calculations. Calculate the
azithromycin content as follows:
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where:
AU = Area of the azithromycin peak in the

chromatogram of the sample (at a reten-
tion time equal to that observed for the
azithromycin standard);

AS = Area of the azithromycin peak in the
chromatogram of the azithromycin
working standard;

PS = Azithromycin activity in the
azithromycin working standard solution
in micrograms per milliliter; and

d = Dilution factor of the sample = 500 X 50/
10 X 50/10 X 50/2.

(2) Moisture. Proceed as directed in
§ 436.201 of this chapter.

(3) pH. Proceed as directed in § 436.202
of this chapter, using the drug con-
stituted as directed in the labeling.
Allow the constituted suspension to sit
for 10 minutes undisturbed before mak-
ing the measurement.

(4) Identity. Using the high-perform-
ance liquid chromatographic procedure
described in paragraph (b)(1) of this
section, the retention time for the
peak of the active ingredient must be
within 2 percent of the retention time
for the peak of the corresponding ref-
erence standard.
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§ 452.175 Troleandomycin oral dosage
forms.

§ 452.175a Troleandomycin capsules.

(a) Requirements for certification—(1)
Standards of identity, strength, quality,
and purity. Troleandomycin capsules
are capsules composed of
troleandomycin and one or more suit-
able buffers, diluents, binders, lubri-
cants, and colorings. Each capsule con-
tains 125 milligrams or 250 milligrams
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